Third, triple positivity can be reproduced by spiking normal plasma with immunoglobulin G anti-β 2 GPI affinity purified from plasma of patients positive for all 3 tests. 8 This indicates that, in individuals with triple positivity, a single autoantibody (anti-β 2 GPI) determines the positivity in all 3 tests used for the diagnosis of APS. A fine specificity to Domain 1 of the β 2 GPI molecule further characterizes this autoantibody and its association with thromboembolic events.
9,10 Other anti-β 2 GPI antibodies with specificity towards Domain 4/5 of the molecule are not present in triple-positive individuals, and they are not associated with thromboembolic events. 11 Finally, the fourth good reason to appreciate triple positivity is that, owing to the large amount of autoantibodies, its identification is easy whichever method is employed. However, the new available chemiluminescent immunoassay using the BIOFLASH technology is far more sensitive and reproducible than the commonly used enzyme--linked immunosorbent assays (ELISAs). 12 Moreover, it is fully automated, thus avoiding the possible pitfalls arising from manual errors of laboratory technicians in performing the ELISA.
In conclusion, triple positivity in aPL assays is comfortable for clinicians because no doubts arise from laboratory and clinical points of view. Physicians still have problems when facing low or borderline positivity of a single aPL test: neither clinical pathologists nor clinicians are happy with this frequent aPL profile as no firm indication for an association with cardiovascular events or their prevention can be derived from such results. In any case, more interaction between clinical pathologists and clinicians is needed in this regard to make sure that the request for aPL screening test is valid and to decide whether aPL test results have clinical significance. These data provide another piece of evidence on the value of triple positivity in the diagnosis of patients with antiphospholipid syndrome (APS) 2 and healthy individuals at high risk.
3 Thus, triple positivity now displays 4 main features: first, a high association with thromboembolic events; second, no need for confirmation after 12 weeks; third, a strong association with a single pathogenic autoantibody; and fourth, method-and platform-independent detection.
As far as the first feature is concerned, a full positive profile reflects the presence of large amounts of anti-β 2 GPI antibodies with a consequent increased risk of thrombosis-related events. 4 In this way, it is possible to immediately select a group of individuals at potential risk of cardiovascular events; more complex risk scores taking into account several clinical and biological data may be applied thereafter for a better risk definition and documentation of effectiveness of usual or new treatments.
5,6
As for the second feature, current guidelines recommend confirming the initial aPL positivity after 12 weeks to avoid the detection of transient antibodies. In triple-positive individuals, this aPL profile, identified early at the time of the first screening test, is a robust laboratory result that does not need to be confirmed, and the classification of high-risk APS could be anticipated.
7
This is particularly useful in patients with triple positivity and arterial thrombosis, when the decision on the type of treatment (antiplatelet or anticoagulant drugs) is postponed at the time of confirmation.
